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Background & Aim
Quercetin is a polyphenolic flavonoid with recognized strong antioxidant potential, which can prevent and treat several diseases. Hybrids containing a
heterocyclic 1,2,3-triazole have shown promising biological properties, such as anticancer, anti-Alzheimer’s, among others. The hybridization of these two
entities can allow the discovery of new molecules with more potent biological properties.'3
In this comunication the main goal was to synthesize four different families of 1,2,3-triazole-quercetin hybrids and evaluate their antiproliferative activity
against REM-134 canine mammary cancer cell line.

Synthesis of the Quercetin-1,2,3-Triazole Hybrids I-IV
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Scheme 2. Debenzylation of hybrids Il via catalytic hydrogenolysis

Method A
Table 1. Yields for the synthesis of hybrids II-IV.
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Scheme 1. Synthetic route for the synthesis of hybrids |-Ill. Reagents and conditions: Method A: (a) Mel, DMF, r.t., overnight; (b) HCl 5%, reflux, 3 h.; Method B:
(a) BnBr, DMF, r.t., overnight; (b) HCI (5% in methanol), reflux, 3 h; (i) propargyl bromide (1.5 equiv) or Br(CH,),Cl (1.5 equiv), K,CO, (1.5 equiv), acetone, reflux,
overnight; (ii) Cu(OAc),-H,0 (5 mol%), sodium L-ascorbate (20 mol%), 1,10-phenanthroline (5 mol%), aryl bromides 8a-b (1 equiv), sodium azide (1.2 equiv),
EtOH/H,0 (1:1), 90 °C, MW, 0.5-1 h; (iii) Sodium azide (1.5 equiv), DMF, 120 °C, MW, 1 h; (iv) CuSO,-5H,0 (5 or 10 mol%), sodium L-ascorbate or L-ascorbic acid
(20 mol%), alkyne 9a—-i (1 equiv), DMF, 90 °C, MW 0.5 h.

Antiproliferative Activity (IC5,, yM) against REM-134 Canine Mammary Carcinoma Cell Line

Compounds addition MTT reagent addiction Compounds ICsp (M)
_,-_\\\ —_— Structure R Code
| & | / N " SAHA 1
0@0600@60\7 -a'm@é@oof@é@@k/ NeYolelsloleololeletelete) } @ © ;
- 0000 ROG _wd COCCOOLCEOE | - ODCLRODOOBOD
COCRRROCERO® RO RCHRCHGS PRCHCOHIOHCEO OH
PO OCCRRO® CeRCOHRRCROOR® CROCROOOICHRE®
Q0RO RCCOR0Y / P00 OOCRCOOO DO0POCODOPRO® ,ﬂ-x-w-#'DH
000000000080, 00000000006 000000000000 / Ho_~_o A Quer 5100
'@@©©®®@9®@®@ cCeCEAOCLCEROO 00RO OBCER® / N ,-Im ,Lx
- "f' '“ OH
REM-134 Cells plated in a 96 well plate Incubation for 24H i oH O
— A
MEOhfﬁTﬂTﬁwy - H la 0.1<1C50< 10
— eO ‘x.f;\
( — ) NN
T T : Cl Ib 0.62
000000000000 — .
Seesessseses : ‘ Data analysis
POPORIVRONOS ﬁ il
BOOODBDOOOOO® MeO -~ O~~~ N=N phenyl lla 0.12
‘000000000000 C L | \ )R
200200950008 SN~~~
Formazan crystals precipitate Perform readings at 570-650 nm e | | b ;
. cyclopropy
® incubation for 4H 1-hydroxycyclopentanyl lic 10 <1C50< 100
Co nc l us ' on 1-hydroxymethyl Id >100
. . . .. 2-hydroxypropan-2-yl lle 10 <1C5< 100
The results show that some of these new quercetin-1,2,3-triazole hybrids have better activity L
than quercetin itself. Our best inhibitors displayed IC50 values in the range of 41-180 nM, ote " "
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which will be a promising contribution for treatment of both canine and human breast cancer. |
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